Immune checkpoint modulation has changed the cancer therapy landscape in recent years [1]. Randomised controlled trials now demonstrate superiority to standard chemotherapy in squamous cell lung cancer, renal cell cancer [2], squamous cell head and neck cancer [3] and malignant melanoma [4]. However, blockade of these checkpoints results in a multitude of autoimmune sequelae including joint disease. As these therapies become first-line in oncology, they will likely place a significant burden on rheumatology services. Objectives: To establish the prevalence of rheumatological manifestations of checkpoint blockade in a non-trial standard care setting. Methods: All patients treated with Nivolumab or Ipilimumab (as single agent or in combination) in a standard care setting within a single centre were included and the number of suspected cases with rheumatological manifestations identified from the case records. Results: 75 patients have been treated with Nivolumab single agent and 12 with combination Nivolumab plus Ipilimumab in Oxford over the last 15 months. Within that cohort, there were 7 suspected cases of joint disease giving a potential prevalence of 8%. Of those 7, 2 had confirmed disease requiring therapy, both had received Nivolumab/Ipilimumab combination. Both cases were rheumatoid factor and CCP negative. One case responded to prednisolone only, while the second case was refractory to steroids, methotrexate and infliximab but responded to IL-6 blockade with Tocilizumab.
Background: Rheumatoid arthritis (RA) is an autoimunme disease.The DMARDs is mian treatment but side effects are very high. Bone marrow mesenchymal stem cells (MSCs) have immunoregulatory function so it can be used to treat RA. This study was designed to investigate the effect of BMSCs on chemokines in CIA rats. Objectives: To observe the immunomodulation effects of BM-MSCs on the Inflammatory Chemokines of rats with collagen-induced arthritis (CIA). Methods: Rats MSCs were isolated and expanded from bone marrow cells by density gradient centrifugation and adhering to the culture plastic bottle, and the phenotypes were assessed by flow cytometry. We established collagen induced arthritis rats model. A total of six groups. The MSCs treatment groups contain the early and advanced stages. Meanwhile, there are normal control and CIA control group,The latter also contains the early and advanced stages. Also,there is the positive control group of MTX, by intraperitoneal injection of a small dose of MTX (0.9mg/kg/w), for six weeks. 1x10 6 /kg BM-MSCs were implanted through tail vein to MSCs treatment groups, model control groups with equal amounts of saline served as controls.At forty two day,stream multi-factor detection technique were used to detect the level of RANTES, MCP-1 and IP-10 in serum of CIA rats. Results: The level of RANTES, AMCP-1, AIP-10 was higher in CIA control group than normal group (P<0.05); After MTX treatment, these factors level were significantly difference than the CIA control group (P<0.05). These factors level were lower in early BMSCs treatment groups than early CIA control groups (P<0.05), while the late MSCs treatment group versus the later CIA control group showed no statistically significant difference (P>0.05). Background: IgG4-related disease (IgG4-RD) is an increasingly recognised immune-mediated fibro-inflammatory condition, most commonly affecting the pancreas. Objectives: The aim of our study was to determine the incidence, organ involvement and outcome of IgG4-RD in the Maltese population. Results: 25 patients were included in this retrospective, observational study. 60% (n=15) of patients were males and mean age was 70 years (SD±64.8). The mean IgG4 level was 0.7159 g/L (SD±0.851) (normal range 0.052-1.250g/L). Organs involved included: pancreas (n=15), biliary tree (n=3), salivary glands (n=1), lymph nodes (n=8), lungs (n=4), thyroid gland (n=2), bone (n=1), heart (n=1), sinuses (n=2). 36% (9 patients) had involvement of more than one organ. Blood tests at time of diagnosis demonstrated a raised mean ESR (65.7mm1st Hr; SD±36.1) and a raised mean CRP (143 mg/L SD± 112). White cell count was mostly normal (mean 11.7x10 9 /L SD±4.91). 92% of patients (n=23) had organ swelling on radiological testing. 32% (n=8) of patients had raised IgG4 levels. A histological diagnosis was obtained in 8% (n=2) of patients presenting with cervical lymphadenopathy and sinusitis respectively. According to the "Comprehensive diagnostic criteria for IgG4-RD" 1 , the diagnosis was definite in 4% (n=1), possible in 28% (n=7) and probable in 4% (n=1) of patients. 64% (n=16) only had organ swelling on imaging studies, satisfying 1 criterion. One patient was diagnosed with malignancy during the course of disease. Patients with hepatobiliary and pancreatic involvement underwent ERCP and stenting. Patients who developed pancreatic pseudocyst as a complication of pancreatitis underwent drainage. One patient (4%) developed pancreatic insufficiency and 32% (n=8) experienced recurrent pancreatitis requiring hospital admission. Four patients (16%) passed away. Conclusions: In concordance with current literature, our study has shown that IgG4-RD in the Maltese population is a rare disorder affecting mainly elderly males. The commonest organs involved were the pancreas and lymph nodes. The inflammatory markers ESR and CRP were always raised, thus acting as possible biomarkers for monitoring of disease activity. 
